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acutely/ and to provide data to permit determination of the LD50,
if needed. Although the numerical LD50 is often used in toxicity
comparisons of compounds, this practice is not recommended unless a
number of other factors are simultaneously considered. These include
the potential for human exposure at high concentrations, the design
and implementation of the study, method of determination of the LD5Q,
and the slope of the dose-effect relationship. Arguments offered for
not conducting an LDsg test include (1) the large quantities of
material that are necessary if the acute toxicity is low, (2) the in-
ability of acute tests to predict cumulative effects, (3) the limited
value of an LDsQ, and (4) the uncertainty of interpreting an LDsg
of a complex, uncharacterized mixture. Acute toxicity testing is not
equivalent to an LDso determination, and an evaluation of acute ef-
fects need not involve determination of an LD5Q.

The acute toxicity test should be conducted in healthy young
adult male and female rodents (rats and/or mice) (National Academy of
Sciences, 1977b). There should be at least three doses (one dose per
experimental group of five males and five females) selected for their
ability to produce a range of effects and mortality, and they should
be administered by gavage. If a dose of 5,000 mg/kg body weight (bw)
fails to produce compound-related mortality, additional testing is
not warranted. A control group, receiving only the vehicle (distilled
water, if possible), should also be included. All animals should be
observed frequently during the 14 days following gavage. Onset,
duration, and detailed descriptions of effects and time of death must
be carefully noted. All animals that succumb during the 14-day
period should be necropsied. All survivors should be killed on the
14th day and necropsied. The observation period may be lengthened,
depending on the effects produced.

The LD5Q analysis, if performed, should be determined by an
accepted method (e.g., Bliss, 1935; Litchfield and Wilcoxon, 1949).

Short-Term, Repeated-Dose Studies

These studies are usually conducted after acute testing. Whereas
acute testing involves effects (immediate or delayed) following
single-dose exposure, short-term, repeated^-dose studies involve
repeated administration of the test substance and observation of
effects (usually delayed) due to accumulation of material in tissues
or cumulative effects over a limited time.  In addition, short-term,
repeated-dose studies should provide evidence of target organ toxi-
city, the nature and development of toxicologioal effects, and the
dose-response relationship between extent of exposure and effects
produced. The data should also be used as the basis for the
selection of doses for the subchronic (90-day) study in Phase 2
testing.

Short-term, repeated-dose studies should be conducted in
acclimated, healthy young adult male and female (nulliparous and
nonpregnant) rats or mice. There should be at least 10 males and 10
females per group, at least three dose levels per concentrate, and a
control group. The control group should receive unconcentrated